REMARKS 



withdraws-? due to a Restriction Requirement. Claims 1-21 are rejected under 35 (JSC § 
103(a) as being unpatentable over H. HIROSB el al. (Metabolism, 2002) in view of T. TSAO 
et al., (Journal of Biological Chemistry, 20021 W.H.L. HACKENG et ah, (Journal of 

986), Y. FURUYA, el al. • International Journal of 
Urology, 2000). and L LEMIEUX et. al., (Archives of Interna! Medicine, 2001). 

The claims have been amended by copying the phrase "within four weeks" 
\ Claim 1< nrn 1 and he dependent claims that re reass i M\V 

> ; ms !. wK. and IMS). 

Applicants respect fully submit that the references cited by hie Examiner either 
separate!) ^ s x>t make the c lec sness 



The primary reference (H1ROSE) discloses changes in metabolic parameters, 
body fat distribution, and serum adiponeetm levels in Japanese male patients having type 2. 
diabetes during treatment with ploaliuatonc. which Is an insulin sensitizer. The patients in 
the study m HIROSE were treated with a <s for three months, and the measurements 
v ^ s •> . v ! \' s ^ - a at the 

, v s v v. > v 1 v. ^ *. M <. vent, u 

author found that serum adiponectin and BMI increased, and glucose and HbA= c decreased. 
Tlx aitho. <. w v ^ - oj> r 

aemmuci ^ a ^ v s \ , ^ ere measured in the study. The only parameter that 

s , _ 1 > n Seethe 

pureemph dbJeetg pag^s ^ I ^ and 2 I n ef the paper). 

fhe Hi IOS! pub! <. 

claims: 

I vc vs > 'i^'Ot a >e c-e m 

the study, which is the claimed time frame during which the change in adiponectin levels is 
advantageous for predicting whether serum HbA 5c will later be reduced based on clinical 
o v > em xus a - s es ^va 



--\ \ 
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10 -c- N >> v = - ^\ v ^ -t. .... v s > treatment in the 

H.IROSE et al study. HIROSE et al. also does not disclose BMW adiponeetin, LMW 
adiponoctin. or their ratio, as pointed out in the Office Action. 

HIRO^ ^ ^ ^ x 

mod % v v v v w In the 
v\ov o , ^ •> v s \ . >. - -oo .v. 

low In obese patients and to increase with weight reduction in both diabetic and non-diabetic 
obese patients. They then suggest tour mechanisms thai they "speculate-" may account for 
the inert - >^ I 

s s jr he 
„ v\o M o K + . s se is 

v v v \ perce hang PG, HhA ^orlCA'*- 

LR, . ,". (see page 3 1 6, column 2. first paragraph). HIROSE et ai. continues in the next 
paragraph on page 316, column 2, b s estiyg that ' an increase in ad oneeth levels might 

v t by which pioglitazonc exerts beneficial effects to prevent 

o, . >oi - \h - ^ s . . • . , o ... 

_ 3i" with the sta >. i ■> red .hat 
"Pioglitazonc may have an anthatheroderosis effect by increasing serum adiponoctin levels.'" 

The HIROSE et ah reference thus does not in any way suggest that 
adiponoctin might be an early marker (in less than 4 weeks) of whether pioglitazone will be 
ctivc a Habetes. 

TSAQ„ et ai 

„ \ - - s ^ .sw'orms 

wg <. s s M k 3 

vlcrm does not activate NF-kB. The biological role ofNF- 
k t he paper was written, and there was no evidence that the 
s - . . . s \ Wy) havediftbre v „ * \o o 

iiabetl patients 



HACKENG . FURUYA AND LEMIEUX 



obvious to use ratios of I-IMW to LMW adSpo*v or tola! adiponectin to identity the 
patients who are responsive to treatment with insulin sensitizers. In these three references, 
alios , c ke such, as HDL, LDI md os totak e £ s ; reiiab 

> e \ <k >e 

hree refc e 5 of adipc r ectin >\ Tsao et a 

. - s ^ s v v" iWI kA ^>\en -oe; 

not support a rejection based on prima facie obviousness relating to using ratios oto IMVv 
Spramajry 



The Hirose reference does not suggest that aoiponeetm cart be used as a 
biouiarker that wi.il identify whether a type 2 diabetic patient will be a responder to treatment 

r 'V uon- 




dinicai date. HIROSE et al. has .no relevance 
vr : we 

viewed adiponectin as a potential biomarker 



The other * > >^ , •> 

^w J><. *s. c 'our 

row-o . 0 . v -a ^ - -e - ^ --j-u. HMW <LMW ratio a? a biomarker for 

erefi e* es do not provide evidence that 1IMW adiponectin is 
\ v i ad \vc of them mention ratios of BMW and LMW or total adiponectin. 

s do not suggest the claimed method, and they certainly 
, - - ^ \ ... „n be practiced as v I famed. 
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C'osselsgsion 

v so^pe^f I 

submitted that the claims are in condition for allowance, which action is earnestly solicited. 

If the Examiner wishes to discuss any matter relating to this application, he is 
invited to telephone the undersigned aitorrsev. 



Respeettmh' \ - 



Jq^es L. McGinnis 
Reg. No. 34,387 
Attorney for Applicant 

MERCK & CO., inc. 
P.O. Box 2000 

Rabwav, New Jersey 07065-090? 
(732)594-0641 



Date: March 12, 2010 



